Fig. I
The relationship between apparent partition coefficient (P )and apparent pcritoncal capillary membrane permeability (P )(a) , or inrinsic permeability (P ,) across the capillary membrane of acidic drugs (b). Fig. 2 The relationship between doe peritoneal capillary membrane crmcabilities of cefazolin (P s) and the body weights of mice, rats and rabbit s. The line was generated from Pd = 0 .687 X (body weight) "o". The value found by extrapolating the line to a 34 -kg body weight patient is marked (*) .
[ABSTRACT]
Many patients of diabetes mellitus fall into renal impairment requiring dialysis. To quantitatively describe the peritoneal transport of drugs without any approximation for the changes in dialysate volume and osmolality, a kinetic model based on .the hydrodynamic pore theory of transcapillary exchange was proposed. To further validate the present model , the concentration-time profile of cefazolin in the dialysate after intravenous administration in a patient with end-stage renal failure was successfully predicted using the apparent capillary membrane permeability (Pd) value extrapolated from those of the experimental animals. There was a good correlation between the Pd values of unbound drugs in rats and the partition coefficients for acidic drugs such as barbiturates and quinolonecarboxylic acids. This relationship can be useful to predict the peritoneal pharmacokinetics of acidic drugs. But Pd of benzoic acid varied in a dose dependent manner. It is suggested that certain facilitated transport systems constitute the mechanism of enhanced P d of benzoic acid.
